SUMMARY Three children are described with severe Silver-Russell syndrome. Major medical problems occurred in the first two years of life in all three. Silver-Russell syndrome should be considered in the differential diagnosis of children with severe pre-and postnatal growth deficiency.
Silver-Russell syndrome is a well recognised condition of unknown aetiology presenting with intrauterine and postnatal growth retardation, body asymmetry, a normal head circumference, a small triangular face, downturned corners of the mouth, a small mandible in relation to the maxilla, and usually normal psychomotor development. The relative macrocephaly gives rise to a 'hydrocephalic' appearance. The fifth fingers are short and often incurved. In a study of the natural history of the syndrome, Tanner et all followed the growth and development of 39 children. They found the height at referral (mean age 4-6 years) averaged -3-6 SD below the mean and remained at this level during subsequent growth. Only three of their cases had heights of -5-5 SD or below. They stated that it was likely that some 10% of cases might be missed because of relatively mild effects on pre-and postnatal growth, but it is equally likely that those at the other end of the scale, that is, with extremely severe growth deficiency, might not be diagnosed either because affected infants die early or because they are misdiagnosed. We report here three children with very severe pre-and postnatal growth deficiency. showed normal sized ventricles and an IVP showed a normal renal tract. Much of his first year and a half of life was spent in hospital with recurrent episodes of gastroenteritis and respiratory problems. Motor milestones have been extremely delayed, but he did eventually achieve head control at the age of two years 11 months and sat unsupported just after his third birthday. On his most recent examination at the age of three years six months (fig 2) he could 'bottom shuffle' and could just pull himself from sitting on a chair to a standing position. His speech development has been slow and he is able to say single words and short phrases. His comprehension is considered to be good and he feeds himself. He is able to do jigsaws with up to 30 large pieces and can sort blocks into colour groups. He is continent of urine and faeces in the daytime. In view of his extremely slow growth, and in spite of normal growth hormone studies, therapy with synthetic growth hormone was started at the age of two years and has continued since then.
His physical growth has continued to be extremely poor; at 14 months he weighed 3*09 kg (-7.7 SD), length 53 2 cm (-9.5 SD), and OFC 46*1 cm (10th centile). There was a slight discrepancy in the size of his feet with the right being smaller than the left. At two and a half years he weighed 4-06 kg (-6-9 SD), length 60 cm (-8.5 SD), and OFC 48-2 cm (3rd to 10th centile). On this occasion his left leg measured 0*5 cm longer than the right and the left foot was 0-4 cm longer than the right. At three and a half years he weighed 5*84 kg (-6-2 SD), crown-heel length on the right was 69-3 cm (-6.9 SD) and on the left 69-5 cm, with a crown-rump length of 44.6 cm; his OFC was 50-5 cm (25th centile). Asymmetry of leg length and foot size was again noted with the left side being larger than the right (fig 3) . There was also some asymmetry of the trunk, noticeable from the back, with the left side being larger than the right. His karyotype was normal male 46,XY. CASE 2 This male was born at term after a normal pregnancy and delivery, birth weight 1760 g . He was the first child of a healthy 31 year old father and 26 year old mother, each of whom has a healthy child by previous marriages. Nasogastric tube feeding was required for the first two weeks of life and thereafter he fed well but failed to thrive and was investigated at the age of five months. He weighed 2-9 kg (-5.4 SD), length 52 cm (-6-5 Structural malformations seem uncommon in reported cases of Silver-Russell syndrome and it may be significant that one of the children reported here had hypospadias, another hydrocephalus requiring shunting, and the other a congenital heart defect which was ultimately fatal. The hypospadias and congenital heart defect have been noted before, and in a study of 20 patients (14 boys and six girls) Angehrn et al4 noted severe hypospadias in one boy, slight hypospadias in another, and a ventriculoseptal defect in a further patient. Other published reports show a similar low level of such abnormalities. In 1985, Saal et ar re-evaluated 15 patients between 2-9 and 13 years after initial diagnosis. At follow up, five of the 15 patients exhibited late catch up growth and it will be interesting to see whether the growth of our two surviving patients improves with time.
It seems likely that the spectrum of Silver-Russell syndrome must incorporate the severe cases described here. An important clinical feature, which should alert the clinician to the diagnosis, is that despite the serious delay in achievement of motor milestones, the children were mentally alert and socially responsive. If in a child with severe growth retardation body asymmetry is also present, severe Silver-Russell syndrome should be considered.
It is evident from the three cases reported here that
